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! I-I-NMK(TMS WSMS^) 


I 


£(DMSO-d,J:0 ( >7(3H,d.J-7.2H/.).l.04(3H,dJ=6.91!z).2 .10-2 23 
(1 1 l,m).3.l7( IH,ddJ=l 1.7,6.011/.)-.' 42{ i 1 l,dd,J=l l.7 1 6.0H/.).3.67(3H, 
s),4.2 1 -4.28( 1 H,b),4. 55( 1 H,d,J=9.0] lz), 4. 94( 1 H,dd,J-6 9,6.01 lz), 
5.06( IH,dJ=9.0HzX8.20-8.30(3H,b) 


2 


6 (CUCI ? ):0.02(6H,s).0.87(9H 1 s), 1 .44(9H,s);2.63(2H,m),3.65(2H.S) 1 
4.05( 1 H,br),5.06( 1 H,br),5. 1 l(2H,s)/7.35(5H,s) 


3 


S (CDCI.0: 1 .06(31 l,d,J=6.6Hz), 1 . 1 5(3H,dJ=6.9HzX 1 97-2. 1 5(3H.mX 
2.2 1-2 J0(2Hjn),3. 72-3.8 l(IH,m),3.76(3H,s).3.90.3.98(lH,iTi), 
4.54(lliddJ-5.K8.4Hz),4.94(II[.dd>6.2.8.8Hz) ? 7.06(IIi,d,J-8.5Hz 
) 1 7.5l-7.S^2H,m).7.85-7.93(4H,m),8.32{IH,s) 


4 


6(CDCUy3 85(3H,s),6.22(lILtJ^7.2Hz),6.60{1H,d.J= 1 5.5Hz). 
6. 66( 1 H. s ), 6. 77( I H,dd.J= 1 . 7. 7. 2 Hz), 7. 3 2-7.5 7( 1 OH, m), 
7.72(1H 1 d>lS.5HzX8.5I(IH 1 ddJ=l.7,7.2H2),8.56(IH t s) 


5 


S (CDCh): 1 02(3H,d, J-6.9Hz), 1.11 (3H ? d>6.9Hz),2. 1 3-2,24( IRm)^ 
3.20(niMJ=12.0,4.8HzX3."27(iaddJ=ii 

I H.d>8.4Hz).4.82( 1 H,dd,J=8. 7,6.9Hz),5.08( 1 H,d J=8.4Hz),5. 1 2( 1 H, 
ddJ=6.6 > 4.8Hz),6.46(IH,dJ=l5 9Hz),6 59(1 H.d>8 71 lz).7.33- 
7.40(31 l,m).7. 45-7 5 !(2H.m),7.61( ! H,dJ= 1 5. 9Hz) 


6 


5(CIX:i.O:l-03(3H.dJ-6.6Hz)J.08(3H,dJ=6.6Hz)J.98-2.29(5H,ni), 
3.72-3.78(1 H.mX4 .00-4.08(1 Fim),4.56< I H,ddJ=4.4,8.4Hz), 
4.89(IlitJ=8.3Hz),7.50-7.57(2li,m) 1 7.66(lH,d,J=8.8Hz),7.S4-7.92 
(4H,m),8.36(lH,s) 


7 


6 (DMSO-</ (l ):6 28( 1 H,U=7.2[ IzX6.45< 1 H,s),7.00( 1 H,dd,J= 1 .7, 
7.2Hz), 7.32-7.66(l2H,m) 1 8.39(IH,dd,J=1.7,7.2Hz) % 9.63(lH,s). 
14.47(1 H,s) 


8 


(CDCI.O:0.97(3H 1 dJ=6.6Hz)J.05(3H B dJ=6.6Hz).2.07.2.21("IH.m), 
3.24-3.28(2H.m) i 4.68(IH,d>8.4Hz).4.82(lH,ddJ-8.4.8.4Hz), 5.07- 
5. 1 4(2H,m).6.48(l H,dJ= 1 5.9Hz),7.30-7.3S(3H,m),7.45-7.50 
(2H,mX7.6l(!H,dJ=l5 9HzK9.40-9.80(lH,b) 


9 


tf(CDCI.O:0.(M(3H,s),0.05(3H,s),O.9O(9H,s)J.02{3H,dJ=^.6Hz), 
I 09(3H > d>6.9Hz) l 1 .75-2.35(5H 1 m) 1 2.62-2.66(2H 1 m) 1 3.GO-3.82 
(4H,mX4.30-4.40( 1 H,m),4 54( 1 H,dd J=3. 3,8.4Hz), 4.92( 1 H,"dd, J=6.3, 
8.7Hz) f 5.ll(2H,sX7.00(IH,d,J=9.3Hz),7.l8(IH.dJ=8.7Hz).7 33- 
7.37(51-1,01X7.54-7 60(2H,m),7.84-7.95(4H.m).8.32(IH.s) 



[00 23] [^2] 
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'H-NMR(TMS Pi&WM) 


10 


5(CDCl. ; ):0.O6(3H,s),0.07(3ILs).O87(9H.s).2 7O-2.79(2M > ni),3.6O- 

3 7S(2H in) 4 45-4 55( 1 H.m),5. 14( HI,s),5 1 1( 1 IU). 6 .27- 
6.34(IH,m),6.53-6.75 (3H 1 m), 7.06-7.09(lH,m),7.39-7.48(l3H,m), 
7 SS-7 70(211 m). 7 78( 1 H,d,J-l5.3Hz),8.49-S.59(2H,m) 


1 1 


^(CDCI.00.02(6H..s),0.88(yH,s) ! 0.yS(3H,d,J=6.6Hz), 

1 0>(3H,d,J-6 61 lz),2.09-2.2 1(1 H,m),2.60( 1 M,dd,J= 1 5.9,6.6Hz), 

2 68( I H!dd,J-l 5.9,5.7Hz),3.08( 1 H,dd,J-1 1 7,7.2llz),3.4 1 ( 1 H,dd.J-l 1 
7.3. 9Hz).3 . 60( 1H. dd.J- 10 2.6 0Hz),3 69(1 H,dd,J= 10.2,3. 9Hz),4. 27- 
4.40< 1 H.m),4.50( 1 H,d>8.7Hz), 4 83( 1 H,dd,J=8.4,6.6H/),4 93- 
4.9S( 1 H,m),4 99(1 H,d.J-8 7Hz), 5.11 (2H,s),6 44( 1 H,d J= 1 5. 3 Hz), 
6.4 1-6.45( IH,m), 6 .95(1 H,d,J-8.7Ilz),7 1-7 36(8H.m),7 44-7.49 
Pllm). 7.61(lU.d,J= l5.3Hz) 


12 


(5(CDCI0 0.03{6H.s),0.87(9H,s).l.05(3H,d.J-6.9Hz), 
1.09(3H.d.J=6.6Hz).1.92-2.05(2H,m).2.10-2.35(3H,m).2.60-2.64 
"(2H m) 3.62-3 68(3H,m),3 97-4.02(1 H,m),4 27-4.33(1 H,m), 
4. 52( 1 H,dd,J=3 3 ,8. 1 Hz),4.88( 1 H.dd, J-7 8,8.7Hz),7. 1 9( 1 H,d,.l=8.4Hz 

),7.5 1 -7. 57(3H,m),7.85-7.94(4l l.m),S.36( 1 H.s) 


13 


<5(CDCh):0 04(3M.s),0.O5(3H,5),O.85(9H,s),2 64-2 S3(2H,m),3 .66- 
3.81(2H,m).4.45-4.55(ll!,m),6.30(lH,dt,J=-3 0,7.2Hz),6 64-6 86 
(2H,m),7 02-7. 13( lH.m).7.39-7.44(9H.ni).7 56-7.60(2H,m), 
7 74( 1 H,dd,J=3.6, 1 5.3Hz).8.58-8.72(2H,m) 


14 


6 (DMSO-d*):-0.04(6H,s).0.84(9l I.s),0.96(3H,d,J=6.6Hz), 
0.97(3H,d,J=6.6Hz),2 00-2. 12(lH,m),2.2 1-2 30(2H,m),3.O2(IH,dd, 
J=l 1 .4Hz,5 4Hz),3.28( 1 H,dd,J=l l.4,7.2Hz),3.34-3 56(2H,m),3.90- 
4.l0(lH,m),4.49-4.58(lIl,m),4.60(lH.d,J=9 OHz),4 74^1.79(lH,m), 
5. 1 8( 1 H,d,J=9.0Hz).6.83( 1 H.d.J= 1 5.9Hz),7.38-7.45(3H.m). 
7.46(IH,d,J=l5.9Hz),7.54-7.59(2H,m),/.9/-8 UI(IH,in),8 ->y- 
8.43(1 H,m) 


15 


d (C DCU)0. 05( 3 H.s),0.07(3 H, s),0. 89(9H,s), 1 04(3 H,d,J=6. 6Hz), 
I.I l(3H,d,J=6.6Hz),l .85-2.32(5H,m),2.45-2.80(2H,m),3 23(3H,s), 

3.60-3.80(3H,m),3 95-4.05( 1 H,m),4. 1 5-4.26( 1 H,m),4.30-4.45( 1 H,m), 
4.85-5.00(IH,m).7.18(lH.mX7.37-7.39(lH,m),7.52-7.58(2H,m),7.84- 

7.97(4H,m).8.39(lH,s) 



[00 24] 1^3] 
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'H-NMR(TMS WSfrfi*) 


16 


*(CDCI.0:O.O3.O.05{0H,m),O.84-0.85(9H.m),2.54-2.84(lll,m),3.]8. 

3.30(4H.m).3.65-3.80(2II.m),4.l6-4 40{lll,m),6.28-6.44(2H,m),6.75- 

6.85(2H,m)7-40-7.51(10H,m)J.60-7.65(2H,m)776(IN,dJ=15.3HzK 
8.63(1 H,d,J-7.2Hz) 


17 


6 (DMSO-df,):0.03(6H ( s).0.86(9H,s),0.92(3H,d,J-f).6] J/),0.97(3I Ld, 

6H/.) J >J8-2.0S( ! I I,m),2 .39{ ;i H,dd ,J" 1 5.6,7. 3 Hz). 
2. 55( 1 Kdd, J= 1 5. 6,6.4Hz),2.97( 1 H ? dd,J- 11.8, 5. 4 Hz), 3 .24( 1 1 [,dd> 1 1 
.8.7.4Hz),3.20(3ILs),3.5O-3.S3(2I-Lm),4.IO.4.22(!H,m), 
4 51(1H,dd,J-8.8,8 8Hz),4.59( ll!,d,J=8 8Hz),4.78( IH,dd.J=7 .4,5 .41 Iz 
>,5 1 S( IH,d,J-8.8Hz)A8!(lH,d,J=l5.6Hz) 1 7.37-7.45(3H,m), 
7.44(11 l,dj- 15.6Hz), 7 53-7.58(2H,iiiK7.S2-7.8W IH,m). 8 38-8.42 
(lll.m), 11.7-1 1.8(lll,b) 


18 


6 (CDCh): 1 -05(31 1,d J-6.6I Iz), 1 .09(3H,d.J=6.6Hz) t 1 .86-2.26(5H,m), 
2.50-2.80(2H.m),3 .21(3H,s),3.60-3.90(3H,m),->.98-4.08(l[im),4.l7- 
4 32(2H,m),4:54'4.66(2Iim),4.84(IH,tJ-8. 1 Hz)J.0l(fH,d>8".4Hz), 
7.35-7.58(3H,m) 1 7.84-8.0l(4H,m),8.40(IH,s) 


19 


S (DMSO-d fl ):0.91(3H,d,J=6.6Hz),0-97(3H t d,J=6.6HzX2.l 0-2.20 

(■|H ! m) f 2.48-2.52(2H,m) s 2.72(3H 1 s),3.02(IH,dd,J=n.4,6.6Hz). 

-v27(!H f dd,.l=l 1.4 1 7.SHz),j.3j-3.38(2H,m),3.9i-4 00( 1 H,m), 

4 18(1 H,dd J-8 .7,4.8Hz),4 56( 1 H t dd,>8 ] ,8. 1 Hz),4.68( 1 H,d,J=8.7Hz 

),4.74< 1 H.dd,J=6 9,6.9Hz),5. 1 7( I H,d>8 .7Hz),6 83( I H,dJ= 1 5. GHz). 

7.35.7.47(4H,m) t 7.58-7.60(2H,m),7.84-7.88(IH,m),8.37-8.42(lH,m) 


20 


<?(CDCU):2. 50-3. 50(5H,m),3. 59-3 75(2H,m).4.22-4.40(IH,m),6.24- 

7.00{4H 1 m)7.35-7.50(l0HjnK7.53-7.6()(2n,m),7.7l(ilidJ=l5.9HzK 
8.52-8.59(1 H.m) 



[0025] ggjfcWl 

( 3 S ) — N —;A 9 >A)Vfr-)V- 3 — ( ! 1 — [ N — 
(2-^7M;l ) -L->s\))i] -L-rn'J/l, i 7 

(3S) -4-t HD*y-N-^^^yl-*-;|.-3 
- ( U - [N- (2-t7M;l^) -L-A'J/l-] - 
L-To[M') 7S7) 7?yT$ Kl 2 3mg£?)y; 
nox^Sm IffiflSfc, *&T\ Dess-Martin5t352 
S6mg£Jn;L. 2 0#ig. 3 ^K^iSm 0# 

SWEETS* U »6to»«£#]RTLC (?dd* 
^A/^^y-^/^jjf=i 0 0/10/1) 

1 H-NMR: (CDC1 3 ) a : 0.98-1 .06 (611, ra) . 1 . 98-2. 45(511 . m) , 
2.52-3.02(2H.n.).3.26(3H,s) f 3.62-3.75(lH.m).3.9S-4. 
17(2H.n),4.48-4.G0(lH f iB), 4.63-4. 76(lH,in), 5. 55-5. 74 
(1H,b)J.20-7.59(4H.bi). 7.80-7. 95(411, id). 8.31-8.39(1 
H,s) 

1 R(KBr) : 1747, 1626. 1527,1360. 1211 .1159cm- 1 



mm 2 

(3S) -3- { (2RS)-2-[(E)-3-y> 
1-*4;l>T 5y-2-5f^fV- l . 2-ytFn-l- 
fy^U] -2-7x^T-irf/r; , 5y ) -N-y? 

] H-NMR : (CDCl 3 ) 0 ; 2. 50-3. 43 ( 5ll . m) . 4 . 50-4 . 80 (l H . ■) , 

6. 22-7. 00 (5lL m) , 7 . 33-7. 50 (OH, m) , 7. 53-7. 62(2H . m) . 7. 

72(lH,d i J=15.(iHz).8.51-8.69(2H.m) 

IR (Br) : 1680. 1645, 1 589, 1 360. 1211, 1 159cr ' 

[0026] mtms 

(3S)-3-(((4R)-3-[(E) -ym 
H 

* H-NMR: (CD : : : 0D) S : 1 . OH. 10(6H, m) ,2. OS-2. 22(1H, m) . 
2. 45-2. S4 (211, 0) , 3. 06-3. 4 1 (5H. 111) . 4. 1 4-4. 92(411 , id) . 5. 
20-5.35(lH.n)) ; 5.52-5.77(lH T Di),6.()6-6.77(lH,ni),7.35 
-7.42(3H.m),7.51-7.60(2H.m) 
IR(KBr) 1747. 1657, 1622. 1533cm- 1 



i 
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•j ■> .iia^,^ffitt)j§si*,)i^.^-?i.ftj(iiEtt^ 9 
um&& ±vmm$nm%t', tt: . w^mm^., aids 

ct>3Wc*S. *%fflfb&%tn I CEK*H-*flUB 

[0.0 3 3] 1. IL-l/SM&fMlS&tt 
IL-l£3S8S£fcKJE?J! (20 mM HEPES ■ *jgfb-f h 'J >7 
^Mffi^tpH 7.5,10 £.*?D-X.l mM EDTA.l % CHAPS 



)^)Ac-Tyr-Val-Ala-Asp-AFC^ji (180juI)*-iPi.T37 
TCfcTRSS-frfc. mS&& 395 i»feJ:tf8l5£»JI 51 
5 niTfflJtaaS-iHBfe^ft i fc (c J; 0 . ir« 0 fl£r»aj L 
it. $r**.±E*»#&+IEreSJi4-(2-b KoJf yif 
/t-)-l-h^7i/>-x.^yx/L *yfe',EDTA(ixf-i, > 
T $ >"E3H*R,CHAPSii3-[(3-:7 5 3 l'7Dh»->'><-J- 
> t-^-l-rDA<yx;l * > gj, iJTTti v'-^x U 
41 — 'Wo J; y'Aj-Ty r-Va I -AI a-AsjH\FC{j:T-fc -J-/H.- 

[ o o 3 4 ] 2 . i L-i pmm&m 

*wj yimttJEX A*»£t*x byyt,zM&l 
Mh.100 U/nl^^yy.ioo^g/mlx M^Th-e-f 

y.^xtM^/i^rhx^y-^s-jii^^RPMi-^oigifi 
m\ik£® ) <?>±iffimm\oou 1 ? arv~ h 

Wmtfl.mc^-fyJ htt) (z^JdL,5 2 CM 
>^o.'C-^-T15»*SSft, , J*^e (E.coli seroty 
pe 055:B5=JX^y^^tt) ££^&£20/.<g/»lTlJD;t . 

C t tct 0M8 U:. ti&l&illULhffi 

cpT'IL-l/3 (pg/mDS-ELlSA^y h {-^j -?>■&) T'38 
JgL-.SOXJPBI* «CBofB.juM)Sr»ffiLfc. 
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